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Sir:
A new antitumor antibiotic named mazethramycin has been isolated from the culture broth of Streptomyces thioluteus ME561-L4. It was easily converted into its methyl or ethyl ether and anhydromazethramycin during extraction and purification. In this communication, the isolation, characterization and structural elucidation of mazethramycin and its derivatives are reported. The structure of mazethramycin has been confirmed to be an N-methyl derivative of anthramycinl, 2) Mazethramycin (I) was produced in a shaking culture of the strain ME561-L4 at 27°C in a medium containing 2.5% glycerol, 0.5% meat extract, 0.5% Polypepton, 1.0% yeast extract, 0.2% NaCl, 0.05% MgSO4 • 7H2O, 0.05% K2HPO4 and 0.32% CaCO3 adjusted to pH 7.4. After 96-hour cultivation, the cultured broth (3.53 liters) was filtered. The antibiotic contained in the mycelial cake was extracted with methanol (2.5 liters) and the methanol extract was concentrated to an aqueous solution (500 ml). The culture filtrate and the mycelial extract were combined and extracted with n-butanol (4 liters) at pH 8.0. The butanol extract was concentrated to dryness. The residue was dissolved in 2 liters of water and the solution was adjusted to pH 7.4 with I N NaOH. The antibiotic in the aqueous solution was adsorbed on a column of Amberlite XAD-2 (400 ml) and eluted with 2 liters of 50 aqueous acetone. The eluate was concentrated to dryness, yielding a brownish crude powder (2.2 g). The crude powder was subjected to silica gel (Wakogel C-200, 100 g) column chromatography eluted with a mixture of chloroform and methanol (20: 1 in volume). The active eluate was concentrated to dryness (150 mg) and crystallization from hot methanol gave yellow needles (68 mg) of mazethramycin methyl ether (H), m.p. 245-279'C (decomp.) ; M'0+900' (c 0.2, dimethylformamide).
Found Table 1 . Acid hydrolysis of II by refluxing with 1 N HC1 for 2 hours gave methylamine which was detected by gas chromatography (glass column 3 mm x 1 m, Chromosorb 103,80/100, RT=2.2 minutes). Thus, the structure of II was elucidated to be 5, 10, 11, lla-tetrahydro-9-hydroxy-11-
It is suggested that H has 11 R and I I a S configurations by comparison of the PMR spectrum and optical rotation values with those of anthramycin methyl ether1,2).
Mazethramycin ( From these data, the structures of mazethramycin and its derivatives can be shown by I-IV.
The antimicrobial spectrum of II is shown in Table 2 . A marked effect of II in prolonging of the survival period of mice inoculated with teu- Bacteria were incubated on nutrient agar plates at 37`C for 17 hours and fungi were incubated on nutrient agar plates containing I % glucose at 27°C for 40 hours. 
